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St.;HjF.CT: PP# 5Gl562/FAP# 5H5066: Tebuthiuron (EL-103) 

in sugarcane at 0.1 pt:r.1 (negligible residues} 
and in sugarcane nolasses, syrup and bagasse at 
0. 3 ppn; proposal for terrpora.ry tolerances. 
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Peti ticner: Elar.co ?roduc.ts Co. 

Indi.anap::llis, Indiana 
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TOXICOLCGIC\L REVIEW 

1. Acute Toxici t:'.f 

'l'oxicity Jata sul:::rni.tted in supp::>rt of a ncn-agri.c..lltural re
.gistraticn (1471-EXP) ,.,.,ere reviewed by B. Jaeger, ll/7/74 a.-.d are 
l"..ere sumrarized: 

Acute Oral 

Technical, 1-bt::Se (~!) IDSO 542-579 nqjkg 
(F) LDSO 528-~20 rng/kg 

Technical, Rat · (~!) IDSO 720 rng/kg 
(F) LDSO 596-626 mg/kg 

Technical, Ra.Cbit ID50 286 m;J/kg 

Tedmical, Cat IDso >200 mg/kg (larc;est ccse tested) 

Technical, Dc:g LDSO >500 rng/kg (largest dcse tested) 

Technical, Chicken LD50 >500 m:J/kg (largest ecse testsd) 

.80 WP I Rat CF) rnso 632. m:J/kg 
C1> LDso .900 ng/kg 

\ 
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Rec:amendaticn: 

PP# 5G1562: - Sugarcar.e at 0.1 ppn {negligible residues) tebut.'"!.i:=ron. 

Toxicity data in registration jacket #1471-97 Spike 80t-J by re
feren~ to t:-..is petition support the prq::osed tanporary tolerar.ce 
of 0.1 ppn {r:egligible residues) tebut...,..iuron ~ se in sugarcar:.e. 
We therefore :=ecc:mrend that it be ~tablished. CB""""bave conclueec that 
there may be a problem wit!1 net~lites but tr.at this level is aCe
qua't.E! for the parent c::c::q;::ound e=::, ~ (:J.<::'Iiew of A. Srr..ith, 1/31/75). 

FAP# 5H5066: - 0.3 PPT' in su;arcane nolasses, syrup ar.ii bagasse •. 

There are in.s--..:ficient toJ<:i.city data to pe±:rnit this ncr.-negligi1::e 
residue lev.:l in these food i terns. CB ::ave also conclucecl that 
there are ins~ficie.'"lt residue data as -=a t.~e ::ctential rretal::oli -:.es. 
vle cannot the-.--efore cJra<,o~ any o:::nclusior.s as tc- the safety of tl:e 
proposed to, e=ances until CB can rrake C...""! est:i.n-.ate as to how I!ll..lCh 
of a tolerar:.c:::e is needed. 

Petitioner S:.culd be ir.!cnred at t.us t::_"'re t:r..a-: he will need lcr..c
tenn studies .: ::1 order to supp::>rt non-r~llgible residt:e olerar.ces. 

Technical, Ra'-bit 

80 hP, ~i-= 

Inhalaticn Tcxici tv 

80 WP, Rat 

Eye Irritatic:: 

Technical, R= .. '-it 

80 WP r Rabbit 

LDso >200 JtB/kg (largest dose tes::_od) 

LDso >sec ;n;;-/kg (larges-= dose tes-=--=cJ 

LDso >8.:6 m;/1 of air {largest ecse 
tested-:!':'ats had &-==:r:cr

·r-.:....'10rrhea a.'"ld chrcrceac
:t::"On:hea ;..r..ile in c:-.. a:Tber) 

~lo irrita-:ion r.cted in ccrneal rre::i:ranes _ 
or in folds of t::e iris. 

Irri taticn continued to palpebral a:m
juctival ::e1tbrar..e with slight hYFE-~rnia, 
cherosis, and c!isc.~ge. 
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2. Subacute Toxicity Data. 

(Subnitted in support of rcgistrc.tion if 14il-97, Spike *80W). 

· A. 3 Month rat Feeding Sti.Xly (#R-491) 

Methods: 

Harlan rats (28 - 35 Gm) were randc:r.d.zed into four groups of 10 na1e and 10 females each and \o.'ere offered diets containing 0, 400, 1000 or 2500 FF't\ EL-10 3 fer three rronths. AI".i;na.ls were rronitored for appearahce, behavior, food intake, t J:x:x:iy weights, focd efficiency utilization ar.d rror-...ality. Eye 
were e."<aall.ined initially and at termination. Blood Ear.ples were obrained terminally .::.nd Hct., rl:>., ROC's, total cmd differential leukccytes , prothrarbin tines; I:LTN, Glucose, SGPI' were detr:>..xnined. • 

Histcpat.1.olcgical examination wa~ perfol':'!:"'ed en t..'ie 
follcwing tissues ar.cl organs: (*) "-·eights ct.tained 

Results: 

li·ver* 
kidney* 
thyroid* 
gonads* 
uterus* 
srr.allgut 
1 ytlllh node 
pancreas 
storrad1 
th-ynus 

heart* 
spleen* 
adrer.als* 
prostate* 
large gut 
lungs 
rnamra..-y g 1. 
salivary gl. 
mJScle 
urinary l:::la&er 

High dose males and ferra1es Cbrrcnstrated decreased bcCy "''eights; i:-.c:reased liver, kidney and c;cnad weight ratios; :rales sr.cwed in addition increased ratios for spleen and prosttte gland. There was a suggestion of thyroid hj~Fertrq>hy in tlle middle dose rrak.s and females, but r.ot in the high dose-an:iJrals. 

Clinical chemist:Iy firid:ings were not altered at ar.y level by 
~brent. · 

Adverse histopathological fir.dings were o:infi.'1ed to the appearance. of a vacuolization of t.lje acir.ar cells of the par.creas at the 
2500 PF'll level. 
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Conclusions: '·. 

I•('- lLj .. 
v .; - ..J • I 

The 90 day rat feeding NEI. is 1000 ppn E::r-103 based on syaternic 
. effects of altered organ,ll::xxly weight ratios and the appeara."'lce of 
adverse histcpathology of· the pancreas in hish dose ~' ls. 

B: D:lg 90 day feeding E:itudy {D-398-71) 

Met'I-Jods: 

Pure-b=ed Beagle dogs were. 'divided into =our grot..-ps of two fe
males and ~ .rrales eadl and '"'-=m offered d:~ets containing 0, 500;. 
1000 or 2500 pFfU EL-103 for 3 rronths (90 days). The animals ~ ... >ere 
observed for appearance, behavior, food CCt1Sw-ption ar.d body weight 
initially ar.d at suitable intervals thereafter.. Opht."lalnoscopic 
examination of the eyes was done initially ar.d a terrninaticn. BlCX::X: 
sarrples were obtained initially and at 1, 2 and 4 wee.i<s and at ncn
thly inter..rals thereafter. These were exanti:.ed for calcium, irx:>r
ganic phosF-(lorus, glucoser BtJN, CholesterOl, total protein, albumin, 
total bilirubin, Al.k, Ph., IDH, and s:;or. In addition, Eb., Get., 
Rrc' s total and differential leukocytes, reticulocytes, clotting 

. tirre, pJ.a '-.elets,. sed rate and prothrar.bin t.ir:"e5 were determined. 

Gross and :r icroso:pic histopathology was perforrred and the following 
org~ ar.d tissues were examined: (*)• weights obtained. 

liver* 
heart* 
gonads* 
thy::oid* 
rna.rrcw 
gall b1acJder 
lytl't)h nc:des 
pa."'lcreas 
salivary ~1. 
muscle 
bladder 

kidney* 
splee::* 
adrenals* 
brain 
large and small gut 
lungs 
l'l\'3Illt'a._ ry g 1 . 
putuitary 
stonadl 
thymus 
prostate/uterus 

Urine sanples ·.·;ere obt.a.lned and ~:Y.amined for SL.."gar, pH, protein, 
blood and Sp. Gr. 

Results: 

A11ore;ci.a was noted especially in the high-:;ose anirrals, leailing 
to · sate weight loss. ':'here was no rrortal.i. ty. Behavior, and 
appearance .,.,>ere unrE!T'a.IXable at all test leve:S. :'b abnorrralities 
-were seen i.-. t.'"'.e her.atological or Uiina1yses s'O.:dies. 
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Clinical chemistry ~indings in.llcated increased liJN in the 2000 ppn females; in additiC11l1 this group exhibited incre::asL"'lg'·· levels for Alkaline phos'[ilatase 1 up to focr·-fold over that cf controls. Levels of this pararrete,r had returned to nomal at the terminal sarcpling. The 2000 ppn rrales 1~ ~<cwise derronst-'9'Qted this fir.ding. There were no urinaJ:y abno:rmalities. 

1000 ppn females and rrales derronstrated increased thyroi.djl::ody weight ratios and the 2000 ppn females also "silowed increasee spleen ratio. 

Histopathological fin~s were negative for adverse ef::ect of EL-103. ' 

Conclusions: 

The systemic NEL for feedipg of EL-103 to dogs for three rrcr:-:.~s is ron.sidered to be 500 ppn on t.~e basis of .increased thyroid ratios 1 increased Alkaline phosphatase values and increased .ElJN in test animals. 
,... ...... Rat Terat.:>logy Study (R-632) 

Pregnant Harlen rats were offered diets contain.ir.g 0 1 6CC 1 1200 or 1800 Fr:rn EL-103 during gestation days 6-15. Pups w..::re c.c-,ir,ed =::· Ceas3.rian section and were examined for. weight, sex disL.:.but::.on, eY .. ·mal visceral and skeletal ananalies. Uteri and ovaries -~=-e exc...ined for cort:Ora lutsa, distribution of fetuses, resorpt:'":ns and litter size. 

Approxirrately a third of the fetuses in each litter were ::ixed in buoin' s solution for visceral e.xarnination and the :remair.de= '.vere cleared for skeletal examination. 

~sults: 

Abnornal.ities of sanatic ardU.techture were few in nurrt:e:.- and lCM in severi'bJ and were not dose related. Eody weights a"ld cthe.:pararraters were not adversely affected. 

Conclusions: 

EL-103 is not a teratogen in rai:s at up to 1800 Pim wbe.""l qive."'l i."'l 
t.~e diet during days 6-15 of gestation. 
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D. Metabolism of EI.-103 

1. Single oral dose in rats dcgs and rabbits - labeled 
material: e:creted in the urine alrrost exclusively 
and virtually all within 72 hours. 

2. Urinary metabolites were identified {Table I) and 
their distribution in the rat, dog and rabbit urine was 
detenni.ned (':'able II) • 

~(9.»=0J~ 
David L. Ri tt.er 
Toxicology Branch 
Registration Divisicr. 

cc: CB, ~' Branc:-. F.i.le 

R/D Init:_ G.E. Vllit::Dre 2/21/75. 

Init: G.E. ~wt:rcore 

DLRitter:gac 2/tl/7: 
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MET'AOOLISM of EL-.: v 3 
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·SrECIES DIFFERENCES IN THE EXCRETIOrl OF URINARY METABOLITES 

FOLLOWING AB ORAL DOSE OF 
14

C-103 (10 MG/KG) 

'' r 

RALIOACTIVITY (i IN URINE EXTRACT)* 
.. 

! I . RAT RABBI'r DCG ; 

0.7 0.4 o.6 

. . 
0.2· 0.1 . 2.9 

10.9 15.2 4.9 

6.1 28.8 15.0 

... 11..8 0.2 3.2 
.. 15.0 22.8 40.2 I 

36.7 20.4 14.4 

8.5 6.8 9-2 
9.6 . . 10.1 . 5.3 

-

The rad~oact1v1ty at the Rr value ot the metabolite io exprcsaed aa a porcentage ot ~he 
total radioactivity on tho plato. · 
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